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FOR FURTHER ACTION See paragraphs 1 and 4 below 



International application No. 
PCTAJS98/24527 



International Hling date 
(day/momh^ear) 

23 NOVEMBER 1998 



Applicant 

RESEARCH TRL\NGLE INSTITUTE 



l. j x| The applicant is hereby notified that the international search report has been established and is transmitted herewith. 
Filing of amendmento and statement under Article 19: 

The applicant is entitled, if he so wishes, to amend the claims of the international application (see Rule 46): 

When? The time limit for filing such amcndmenU is normally 2 months from the date of transmittal of the 
inteniational search report; however, for more details, see the notes on the accomp^ ECF^lHy 1^ pl 

Where? Directly to the International Bureau of W IPO 

34. chemin des Colombettes UAD 4 7 1QQQ l^o HM 

1211 Geneva 20, Switzerland « / »^ Hivl 

Facsimile No.: (41-22) 740.1435 o**- 

For more detailed instructions, see the notes on the accompanying sheet 

2.1 — I The applicant is hereby notified that no international search report will be established and that the declaration under 
1— J Article 17(2Xe) to that cflect is transmitted herewith. 

3. j~| With regard to the protest against payment of (an) additional fee(s) under Rule 40.2, the applicant is notified that: 

□ the protest together with the decision thereon has been transmitted to the International Bureau together with the 
applicant's request to forward the texts of both the protest and the decision thereon to the designated OiTices. 

. [ I no decision has been made yet on the protest; the applicant will be notified as soon as a decision is made. 

4. Further oction(8): The applicant is reminded of the following: 

Shortly after 18 montho from the priority date, the international application will be published by the International Bureau. If 
the applicant wishes to avoid or postpone publication, a notice of withdrawal of the international application, or of the 
priority claim, must reach the International Bureau as provided in rules 90 bis 1 and 90 bis 3, respectively, before the 
completion of the technical preparations for international publication. 

Within 19 months fiom the priority date, a demand for international preliminary examination must be filed if the applicant 
wishes to postpone the entry into the national phase until 30 months from the priority date (in some Offices even later). 

Within 20 montho from the priority date, the applicant must perform the prescribed acts for entry into the national phase before 
all designated Oflices which have not been elected in the demand or in a later election within 19 months from the priority 
date or could not be elected because they are not bound by Chapter II. 



Name and mailing address of the ISA/US 

.Commiuiooer of Pitents and Trademarlcs 
Box PCT 

WuhtngUm,D.C 20231 
Facsimile No. (703) 305-3230 



A u t h o ri 2^06 fll qcr;, 
BARBARA'^BADIO 



IBADIO ^ *- 

Telephone No. (703) 308-1235 



Fonii PCT/ISA/220 (January i994)« 



(See notes on accompanying sheet) 



PATENT COOPERATION TREATY 

PCT 

INTERNATIONAL SEARCH REPORT 
(PCT Article 18 and Rules 43 and 44) 



Applicant's or agent's file reference 
20250 1280WO 


FOR FURTHER see Notification of Transmittal of International Search Repoit 
ACTION (Foim PCT/1SA720) as well as. where applicable, item 5 below. 


International application No. 
PCT/US98/24527 


International filing date (day /month/year) 
23 NOVEMBER 1998 


(Eariiest) Priority Date (day/monih/year) 
26 NOVEMBER 1997 


Applicant 

RESEARCH TRIANGLE INSTITUTE 



This inuroational search report has been prepared by this International Searching Authorily and is transmitted to the applicant 
according to Article 18. A copy is being transmitted to the International Bureau. 

This international search report consists of a total of 7 sheets. 

p3r| It is also accompanied by a copy of each prior art document cited in this report. 



\, j j Certain claims were. found unsearchable (See Box I). 

2. Unity of invention U lacking (Sec Box II). 

3. f— ^ The international application contains disclosure of a nucleotide and/or amino acid sequence listing and the 
I 1 international search was carried out oo the basis of the sequence listing 

[ I iiled with the international application. 

furnished by the applicant separately from the international application. 



□ 

I ] transcribed by this Authority, 



I I but not accompanied by a statement to the effect that it did not include matter 
going beyond the disclosuiv in the international application as filed. 



4. With regard to the title, [xj 

□ 



the text is approved as submitted by the applicant. 

the text has been established by this Authority to read as follows: 



S. With regard to the abstract. 



□ 



the text is approved as submitted by the applicant. 

the text has been established, according to Rule 38.2(b). by this Authority as it appears 
in Box III. The applicant may, within one month from the date of mailing of this 
international search report, submit comments to this Authority. 



6. The figure of the drawings to be published with the abstract is: 

Figure No. [ ] as suggested by the applicant. 

I I because the applicant failed to suggest a figure. 

I I because this figure better characterizes the invention. 



1 I None of the figures. 



Fonn PCT/lSA/210 (first sheeiXJuIy 1992)<^ 





INTERNATIONAL SEARCH REPORT 



International application No. 
PCT/US98/24527 



Boi I Observations where certain claims were found unsearchable (Continuation of item 1 of first sheet) 
This intemaoonal report has not been csiablishcd in respect of certain claims under Article I7(2Xa) for the followinc reasons: 
1. nn Claiins Nos.: 

' because they relate to subject matter not required to be searched by this Authority, namely: 



2. V~\ Claims Nos.: 

' because they relate to parts of the international application that do not comply with the prescribed requirements to such 
an extent that no meaningful international search can be carried out, specifically: 



3. f~| Claiins Nos.: 

because they are dependoit claims and are not drafted in accordance with the second and third sentences of Rule 6.4(a). 



Boi II Obaervationo where unity of invention- is lacking (Continuation of item 2 of firat sheet) 



This Ifiteraational Searching Authority found multiple inventions in this international application, as follows: 
Please See Extra Sheet 



1, As ail required additionai search fees were timely paid by the applicant, this international search report covers all searchable 



claims. 



2. As all searchable claims could be searched without effort jusUfying an additional fee, this Authority did not invite payment 
of any additional fee. 

3, I I As only some of the required additional search fees were Umely paid by the applicant this international search report covers 
. ^"^^ only those claims for which fees were paid, specifically claims Nos.: 



[~| No required additional search fees were timely paid by the applicant Consequently, this international search report is 
restricted to the invention first mentioned in the claims; it is covered by claims Nos.: 



□ 
□ 



The additional search fees were accompanied by the applicant's protest. 
No protest accompanied the payment of additional search fees. 



Remark on Protest 



Form PCT/ISA/210 (conUnuation of first sheet(l)XJuly 1992)« ^ 



INTERNATIONAL SEARCH REPORT 



International application No. 
PCT/US98/24527 



A. CLASSIFICATION OF SUBJECT MATTER 

IPC(6) :C07J 1/00; A6 IK 31/56 

USCL :552/639, 641; 514/179 
According to International Patent Classification (IPC) or to both national classification and IPC 


a FIELDS SEARCHED 


Minimum documentation searched (classification system followed by classification symbols) 
U.S. : 552/639. 641; 514/179 


Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 


Electronic data base consulted during the international search (name of data base and. where practicable, search terms used) 
CAPLUS, USPATFUL 


C. DOCUMENTS CONSIDERED TO BE RELEVANT 


Category* 


Citation of document, with indication, where appropriate, of the relevant passages 


Relevant to claim No. 


Y 


US 4,412,993 A (SOKOLOWSKI) 01 November 1983, see the entire 
document. 


1^19,33-43 


Y,P 


US 5,733,565 A (MOO-YOUNG et ah) 31 March 1998, col. 2, 
lines 38-41. 


1-17 & 33-43 


Y 


SOLO, A. J. et al. 7alpha-Alkyltestosterone Derivatives: Synthesis 
and Activity as Androgens and as Aromatase Inhibitors. Steroids. 
December 1982, Vol 40, No. 6, pages 603-614, especially pages 604 
and 606. 


i-17 & 33-43 


1 j Further documents are listed in the continuation of Box C. | J See patent family annex. 


* • Special categoriee of cited documents: 

*A* doctment denning the general state of the art which is not considered 
to be of particular ralevonco 

*E* earlier d^*mn»^« published on or after the interttetional filing date 

•L* document which moy throw doultts on prioritjr claim(s) or which is 
cited to esteblish the pubUcotioo date of another citation or other 
special raasoo (as specified) 

*0* document referring to on oral disclosure, use, exhibition or other 
•p* document published prior to the international Tiling date but later than 


*T* leter document published afier the international filing date or priority 
date and not in conflict with the application but cited lio understand 
the principle or theory underlying the' invention 

*X* document of particular relevance; the claimed invention cannot be 
coniidcred novel or cannot be considered to involve en inventive step 
when the documeni is taken alone 

*y* docimient of porticulv relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other luch documente, such combination 
being obvious to a person skilled in the art 

*A" document member of the same patent family ' 


Date of the actual completion of the inUmational search 
26 FEBRUARY 1999 


Date of mailing of the international search report 

1 5 MAR 1S99 


Name and mailing address of the ISA/US 

Conunissioner of Patents and Trademarka'^.r ■ - 'T.y ^ ' " 
Box PCT 

Washington. b.C 20231 
Facsimile No. (703) 305-3230 


Authorized^fTicer^ 

Telephone No. (703)308-1235 



Form PCT/lSAiQ 10 (second sheetXJuly 1992)* 



INTERNATIONAL SEARCH REPORT 



Inteniational application No. 
PCTAJS98/24527 



BOX 11. OBSERVATIONS WHERE UNITY OF INVENTION WAS LACKING 
This ISA found multiple inventions as follows: 

This application contains the following inventions or groups of inventions which are not so linked as to form a single 
inventive concept under PCT Rule 13.1. In order for all inventions to be searched, the appropriate additional search fees 
must be paid. 

Group I, c]aim(s)l-S. 6; 7-17, 18-30 and 33-39 drawn to compounds, compositions, process of making, method of 

cfiecting hormonal treatment. and subdcrmal implant, patch and containing means. 

Group II, claim(s) 31 and 32, drawn to a process of making. 

Group III, cUim(s) 40-43. drawn to a method of controlling male fertility. 

Note: Claims 1-S and 7-43 will be searched to the extent they read on the species of claim 6 and obvious variants of 
said species. 



The inventions listed as Groups I and III do not relate to a single inventive concept under PCT Rule 13.1 because, under 
PCT Rule 13.2. they lack the same or corresponding special technical features for the following reasons: The claims ' 
lack a significant structural element qualifying as the special technical feature that defmes a contribution over the prior 
art The compounds of the claims contain a steroid moiety which does hot define a contribution over the prior art. The 
substituents on the steroidal ring vary extensively and when. taken as a whole results in vastly different compounds.' 
Accordingly, unity of invention is lacking and restriction of the invention in accordance with the rules of unity of 
invention is proper. 



Form PCT/ISA/210 (extra sheetXJuly 1992)* 



NOTES TO FORM PCT/ISA/220 



These Notes are inteoded to give the b«sic instructioos coctceraiog the fUins of Ameadtmis uoder Articl 19. The 
Notes are based on the requirazna of cfae Pmten(*Coofmboo Trotfy, the Reguiftboos and (he Admimstmive Instructkxifl 
xmder that Treaty. In case of discrepocy between dne Notes and dxsae reqiurcnxocs, the Utter are ■ppiicahie. For mof« 
deiAjJed in/ormaiioa, see aJso the PCT Applicant's Guide, a publication of WIPO. 

In these Notes, 'AroclcV •Rule' and •Sccnon' refer to the provisions of the PCT, die PCT Regulatkaos and die PCT 
Administntive Instrucdoos* re specoveiy. 



INSTRUCTIONS CONCERNING AMENDMENTS UNDER ARTICLE 19 

The applicant has, aAer havuif reooved the intematxxyJ search report, one opportuhity to amend the cUims of the 
iniemationaJ applicauon. it shouJd bowoer be emphasized that, since all pans of the interoationai application (ciaims, 
description and drawings) may be anyi^iwi dunng the intematiocud prelinutiary examination procedure, there is usuaUy 
DO need to file anMduMts of the ciaima under Artjcie 19 except where, e.g. the apoiicant wants die latter to be published 
for rht purpoees of pnivisKxiai proiecsMB or hM another reason for a mm di ng xhc cUixm before toteniatkxul pubUcatioii. 
Furthennote. it shouid be rrr^^mi ^ proviaionai prtstectkso is available in some Stales only. . 



What parts of the internationni appttrmftnn tnay be amcntfcd? 
Uiider Article 19, only the clause eoay be axnended. 

During the interaatxsnal phase, claims may also be "t^^ (or further amended) loder Aitide M before 
dke Incematioaal Prelitianary Ftamining Audurity. The deacripciQn and drawings may only be anacoded uoder 
Article 34 before die Inceraaoonal Preluninary Fiamining Autbority. 

Upcxi entry into die mtfxsal phMB. all parts ,of die iiriBnuidtxial applicatiao amy be a nwrakd uodeir Aitide 28 
or, where ApplicabAe, Aitxie 41. 

Win ? Widiin 2 mcxsdia 6orn dke date of trarMmittal of die inaemalianal search report or 16 montha from dw priority 
date, whichever dtw limit oLpum lata-. It tiiould be noted, hovMDver, that the aimdmeDta will be considered 
as having been leoerved on xmm if diey are received by the Infiemational Bureau alter die cxptratioQ of the 

Splicable time limit but before the coiqpleboo of the tfrhniral preparationa for intenutiooal publication 
ule 46.1). 



Where not to nie the amcwkncnia ? 

HiB .^^wi,,!^ amy only be filed with die ItMfeBmadcaoal Bureau tad naC with die receiving Off ^ or die 
InfiBRiMtkxal SoBtiHig Attfhcvity (Rule 46.2). 

Whm a deoval for ie t wilrin al preUminaiy wraminsrinn haa beoaTHi filed, aee belowr. 



Ham ? Eidier by cuceUing ooe or ii»re eodie daanaa, by adding one or more new claims or by ameoding die lea of 
otw or more of the daiiBa aa filed. 

' A npLKoxKsU naat be subaatied for each dheet of d» daime which, ca aooouoi c)f an anwaimn it or 

aimdmenta, differs frora die sheet orig;^Dally filed. 

AU di0 dains wearing on a jT^UctaxgA sheet ohhC be numbered in Arabic oumorala. Whcse a claim is 
cainUed, i» rcDuiidiering of die odier claims is leq^^ In all cases where claims are reounterad, diey miA 
be reBumhered mnamaiveiy (Admtnistrative Instructkav, Section 2QS(b)). 



Letter (Sectioa 20S(b)): 

The amendmita must be submitsed with a letter. 

The letter will not be T«iKi;«iwl widi die interaadonal nplicatiao and die amended daima. It should not be 
confused widi die 'Statement imder Article 19(1)* (see below, under -Statement under Article 19(1) ). 

The letter mtsl be in Ei^i^ or French, ai dK cbokc of the appUcanC How c i ir , if die language of die 
intcrmtioaal anplirarinn'u Eg^;fah, die letter must be ia Eo^^tA; if ds fauv»8e ^ inicrnatioaal 
applirarino is French, die letter oust be in French. 



NOTES TO FORM PCT/ISAy220 (continued) 



The letter must iodicate the differeaccs between the clajms as filed aod the claims as amesKied. It muss, in 
particular, iodicaie, in cotutfctioo with qpcb claim appearing in cfae internaDooaJ applicabob (it being uoderBUxxi 
thai idcDticai indicatioas coocenung scvknl claims may be grouped), whether. 

(i) the claim is unchanged: ' . 

(ii) the claim is . cancelled: 

(iii) the claim is new; 

(iv) the claim replaces one or mofe claims as filed; 
(v) Che claim is the result of the diviskso of a claim as filed. 

The following examples illustrate the manner in which amendments must be explained in the 
accompanying letter: 

1. [Where originally there were 48 claims and After amendment of some claims there are 51]: 
'Claims 1 to 29/31, 32. 34. 35, 37 to 48 replaced bv anaeoded claims bearing the same numbers: 
claims 30, 33 and 36 unchanged; new claims 49 to il added.* 

2. [Where onginally there were 15 claims and af^ amendment of all claims there are 11]: 
'Claims' 1 to 15 replaced by ■mrgwind claime 1 to 11.* 

3. (Where ohnnally there were 14 claims and the amendments consist in cnoeUing some claims and in adding 

new claims]: 

'Claims 1 to 6 and 14 unchanged; claims 7 to 13 csnceiled; new claims 15, 16 and 17 added.* or 
'Claims 7 to 13 cxnoetled; new claims 15, 16 nad 17 added; all other claims unchanged.* 

4. (Where various kinds of amendments are made]: 
"Oaims 1*10 unchanged; claims 11 to 13, 18 and 19 caaoeUed; claims 14, 15 and 16 replaced by amended 
claim 14; claim 17 suhdivkied into annded claims 15, 16 and 17; new ciaima 20 and 21 added.: 

-Stalamat iMidtf Article 15<1)" (Ride 4<.^ 

The amendments may be accompanied by a stitrmnnt explaining the amend menta and indicating any impact 
that such amendtnents might have oo the deecnpciob and the drawinga (which cannot be i m i rTwind under 
Article 19(1)). 

The statetnent will be published with the intemarional application and the amrgidrd claims. 
It must be in the Ituiguafe ia which the intcmtioaal applicatina is to be published/ 
It omist be brief, not exceeding 5CO words in Fnglish or if tranalated into FngliA. 

It should not beconfueed with and does not repiaoe the letter indirating the di flei e uj ea between theclaims as 
filed and as amended. It na^ be filed on a separiae Aeet and naist be i deuti fi ed aa such by a hmrting , preferably 
by uEiag thD wofftk *Statamt under Afticie 19(1).* 

It may not contain any dinaraging cocnmenta on the internal ional search report or the relevance of citalioQa 
cootamed in that report. R t i uimue to dtstkna, relevant to a given claim, contained in the thteraatianal aeareh 
report may be made only in u—mh linn with m ainrisiinrrt of tfast claim. 

Comequeace if a demmpd far w^tnmAmml preiiminM? frmhrnlinn hm aJbrcndy been filed 

If , at the time of filing sny amendments under Article 19, a deaand for internatiGaal preliminary cummstioa 
has afaendy been submiaed, die yplirani must preferably, at the saoae time of filing the ai ii nsli i intfa with the 
International Bureau, also file a copy of such amendmenU with the Intematiooal Preliminary Fi a minin g 
Authority (see Rule 62.2<a), first sentence). 

CotBequefice with regard to translatinsi at the inteniatioonl applicarina for entry into the nntioiMJ phnae 

The applicant's »>**TitrrTt is dnwn to the feet dist, upon entry inSo the national phaae, a tranaiarinn of the clss 
M amended imdcr Article 19 nny have to be fianiahod to d>B rff gn sS nd /elected QfiScea, intend of^ or in addition 
to, die translation of the claimB as filed. 

For further details oo dw requiramis of each dengulBd/cfecSBd Office,, see Volume II of the PCT Applicant's 

Guide. 



